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ANDA 74-910

Mylan Pharmaceuticals Inc.

Attention: Frank R. Sisto

781 Chestnut Ridge Road e
P.O. Box 4310 RS
Morgantown, West Virginia 26504-4310

s9)
5

Dear Sir:

We acknowledge the receipt of your abbreviated new drug
application submitted pursuant to Section 505(j) of the Federal
Food, Drug and Cosmetic Act.

NAME OF DRUG: Diltiazem Hydrochloride Extended-release Capsules
USP, 60 mg, 90 mg, and 120 mg

DATE OF APPLICATION: June 12, 1996
DATE OF RECEIPT: June 13, 1996

We will correspond with you further after we have had the
opportunity to review the application.

Please identify any communications concerning this application
with the ANDA number shown above.

Should you have gquestions concerning this application, contact:
Tim Ames

Project Manager
(301) 594-0305

Sincerely yours,
~ a0
/b/ lala

Jerry Phillips
Acting Director
Division of Labeling and Program Support
Office of Generic Drugs
o Center for Drug Evaluation and Research
ANDA 74-910
cc: DUP/Jacket
Division File
Field Copy
HFD-600/Reading File
HFD-82

HFD-615/MBennett B o ¢/u/9b ’
Endorsement: HFD-615/PRickman, Chief, RSB D date

HFD-615, AMWeikel, CSO_ !e ] _X}ﬁ(; date

HFD-647, JSimmons,Sup. ChemriJ | date

ANDA Acknowledgement Letter!



ANDA 74-910

Mylan Pharmaceuticals Inc.
Attention: Frank R. Sisto
781 Chestnut Ridge Road
P.O. Box 4310

Morgantown, WV 26504-4310
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Dear Sir:

This is in reference to your abbreviated new drug application
dated June 12, 1996, submitted pursuant to Section 505(j).of the
Federal Food, Drug, and Cosmetic Act, for Diltiazem Hydrochloride
Extended-Release Capsules USP (Twice-a-Day-Dosage), 60 mg, 90 mg,
and 120 mg.y :

The application is deficient and, therefore, not approvable under-
Section 505 of the Act for the follow1ng reasons:

A. Chemistry Deficiencies:



LABELING DEFICIENCIES

1.

GENERAL COMMENT:

Revise so that the phrase, "Twice-a-Day dosage"
follows the established name of your product as
below, where it appears on container labels and
package insert labeling:

Diltiazem Hydrochloride Extended-release Capsules
USP (Twice-a-Day Dosage)

CONTAINER

a.

b.

See GENERAL comment.

Please include the following statement on the
container label:

Diltiazem Hydrochloride Extended-release
Capsules USP which exhibit different
pharmacokinetics are also marketed. Please
confirm you are dispensing the prescribed
formulation.

Revise your definition of controlled room
temperature to be consistent with that
appearing in the HOW SUPPLIED section of your
package insert.



3.  INSERT
a. CLINICAL PHARMACOLOGY
I. Mechanism of Action
Make the following revision in the first
sentence, "Diltiazem hydrochloride
produces its...". (note singular
subsection heading)

ii. Hemodynamic and Electrophysiologic
Effects

Penultimate paragraph
Intravenous diltiazem hydrochloride...

iii. Pharmacokinetics and Metabolism"~
(Last sentence)

...study in nine patients...
iv. Last paragraph
a) Heading - See GENERAL comment.
b) Delete the first sentence.
b. INDICATIONS AND USAGE

...Capsules USP (Twice-a-Day
Dosage) .. .hypertension. They may...

c. WARNINGS (Cardiac Conduction)
Make the following revision to the last
sentence of the first paragraph, "...of
diltiazem. (See ADVERSE REACTIONS)".

d. PRECAUTIONS

-- I. Drug Interactions - Beta Blockers

Second paragraph, "...of diltiazem
hydrochloride...".

ii. Pregnancy: Teratogenic Effects -
Pregnancy Category C

Revise this subsection heading as above.

e



iii. Pediatric Use
...in pediatric patients...
e. ADVERSE REACTIONS (Other - second paragraph)

I. Make the following revisions in the
first sentence:

...diltiazem: allergic reactions,
alopecia, angioedema (including facial
or periorbital edema), asystole,
erythema multiforme (including Stevens-
Johnson syndrome, toxic epidermal
necrolysis), extrapyramidal...

ii. Make the following revision in the
penultimate sentence, "...generalized
rash, some characterized...". -

f. OVERDOSAGE OR EXAGGERATED RESPONSE

I. Add the following sentence as the
penultimate sentence of the sixth
paragraph:

Limited data suggest that plasmapheresis
or charcoal hemoperfusion may hasten
diltiazem elimination following
overdose.

ii. Make the following revision in the
penultimate sentence, "...or
norepinephrine bitartrate...".

g. DOSAGE AND ADMINISTRATION

Make the following revision in the second
sentence, "...therefore, dosage
adjustments...".

h. HOW SUPPLIED

I. Include the established name of the
product in this section, e.g., Diltiazem
hydrochloride extended-release capsules
(twice~a-day dosage) are supplied as
follovws:

ii. We encourage the inclusion of the
statement appearing under CONTAINER (b)
in this section.



Please prepare and submit final print container labels
and final printed (or printers proof) package insert
labeling. Please note that final printed insert
labeling is not required for tentative approval of an
application if it is granted with more than 90 days
remaining from the date when full approval can be
considered. We will accept final "printers proof" for
the insert only.

To facilitate review of your next submission, and in
accordance with 21 CFR 314.94(a) (8) (iv), please provide
a side-by-side comparison of your proposed labeling
with your last submission with all differences
annotated and explained.

Please note that we reserve the right to request
further changes in your labels and/or labeling based
upon further changes in the approved labeling of the
listed drug or upon further review of the -application
prior to approval. )

The file on this application is now closed. You are required to
take an action described under 21 CFR 314.120 which will either
amend or withdraw the application. Your amendment should respond-
to all of the deficiencies listed. A partial reply will not be
considered for review, nor will the review clock be reactivated
until all deficiencies have been addressed. The response to this
letter will be considered to represent a MINOR AMENDMENT and
should be so designated in your cover letter. If you have
substantial disagreement with our reasons for not approving this
application, you may request an opportunity for a hearing.

Sincerely yours,

sl by o

Frank O. Holcombe, th, Ph.D.

Director

Division of Chemistry II

Office of Generic Drugs

Center for Drug Evaluation and Research

/



ANDA 74-910.

Mylan Pharmaceuticals Inc.

Attention: Frank R. Sisto

781 Chestnut Ridge road

P.0. BOX 4310

Morgantown WV 26504-4310 OCT 3] 199%
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Dear Sir:
Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)

of the Federal Food, Drug and Cosmetic Act for Diltiazem Hydrochloride Extended-release
Capsules 60 mg, 90 mg and 120 mg.

1. The Division of Bioequivalence has' completed its review and has no further"duestions at
this time. :
2. The following interim dissolution testing will need to be incorporated into your stability and

quality control programs:

The dissolution testing should be conducted in 900 mL of water at 37°C using USP 23
Apparatus 2 (Paddle) at 100 rpm. The test product should meet the following specifications:

4 hrs %
8 hrs %
12 hrs %

24 hrs NLT %

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemustry, manufacturing and controls, microbiology, labeling or other scientific or regulatory

issues. A revised determination may require additional information and/or studies, or may conclude
 that the proposed formulation is not approvable.

-

Sincerely yours,

)

———

i

v
Rabindra Patnaik, Ph.D.
Acting Director, Division of Bioequivalence
Office of Generic Drugs
Center for Drug Evaluation and Research



%%% MYLAN PHARMACEUTICALS INC

. 78] Chestnut Rldge Road « P. O. Box 4310 ¢ Morgantown, West Virginia 26504-4310 U.S. A * (304) 599 2595

SEP |2 1996
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NEW CORRESP

Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director

Document Control Room

Metro Park North H

7500 Standish Place, Room 150

Rockville, MD 20855-2773

Dear Mr. Sporn:

RE:

RECEIVED
SEp 13 1996
GENERIC DRUGS

DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE CAPSULES,USP
60 MG, 90 MG AND 120 MG

ANDA 74-910

BIO TELEPHONE AMENDMENT PER

SEPTEMBER 11, 1996 CONVERSATION WITH DR. MOO PARK

e

Reference is made to the pending ANDA identified above for Diltiazem Hydrochloride Extended Release
Capsules, 60 mg, 90 mg and 120 mg, and to the September 11, 1996, telephone conversation which -
took place between Mylan and OGD’s Division of Bioequivalence.

During the September 11 telephone conversation, Mylan was requested to provide information
pertaining to the analytical validation report for the bioequivalence studies submitted in the Diltiazem
ANDA. Specifically we were asked to provide the storage conditions for stock solution stability and

the spiked concentration of the processed sample stability samples.

Stock solutions for stability

determinations were stored at 4°C. The processed sample stability samples were spiked at the middie
control level for the standard curve: 25 ng/mL for diltiazem, 25 ng/mL for desmethyldiltiazem, and
12.5 ng/mL for desacetyldiltiazem. :

This amendment is submitted in duplicate. Should you have any additional questions regarding this
amendment or need additional information, please contact the undersigned at (304) 599-2595, ext.

6600.

Sincerely,

S

Frank R. Sisto
Executive Director
Regulatory Affairs

FRS/tim
Department—Fax Nurmbers
Accounting (304) 598-5403
Administration (304) 599-7284
Business Development (304) 599-7284
Human Resources (304) 598-5406

Information Systems

Label Controt

Legal Services
Maintenance & Engineering
Medical Unit

{RDLIB.ANDA.DILTIAZEM-ER]TELEPHONE-AMENDMENT.091196

(304) 598-5404
(800) 848-0463
(304) 598-5408
(304) 598-5411
(304) 598-5445

Purchasing

Quality Control

Research & Development
Sales & Marketing

(304) 598-5401
(304) 598-5407
(304) 598-5409
(304) 598-3232
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MYLAN PHARMACEUTICALS INC

781 Chesinut Ridge Road « P. O. Box 4310 « Morgantown, West Virginia 26504-4310 US.A. « (304) 599-2595

rJ

August 13, 1996

RECEIVED
Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Dircctor
Document Control Room

‘AUG 2 11996
Metro Park North 11

7500 Standish Place, Room 150 GENER:C DRUGS
Rockville, MD 20855-2773

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-
RELEASE CAPSULES USP 60MG, 90MG AND
120MG
ANDA NO. 74-910

Dear Mr. Sporn:

Mylan hereby amends this application with the attached *Paragraph IV* certification and
the following certification of notice to the holders of the patent and the approved application.

Pursuant to Section 505(j)(2)(B)(i) of the Federal Food, Drug and Cosmetic Act and 21
CFR 314.95(d), Mylan certifies it has, concurrently with the filing of this amendment, provided
notice to each owner of the patent which is the subject of the certification, or their
representatives, and also to the holder of the approved application for the listed drug claimed by
said patent. Said notice complies with the requirements set forth in 21 CFR 314.95(c) with
respect to the content of the notice.

Further, Mylan commits to amend this application pursuant to 21 CFR 314.95(e) to
provide certification that notifications sent to the patent owner and application holder have been

received.

- Sincerely,

'wnJ Beto, Esq.
Senior Counsel

DJB/d¢
Department—Fax Numcers Information Systerms (304) 598-5404 Purchasing
Accounting (304) 598-5403 Label Control (B00) 848-0463 Qualty Controt
Adminisiration L304) 569-7284 Legoi Services (304) 598-5408 Research & Development
Busnass Development (304) 599-7984 Mainfenance & Engineenng (304) 598-5411 Sales & Marketing
Humaon Resources (304) 508-5406, Medical Unit (304) 508-5445

“do

Hptbect

(304) 598-5401
(304) 598-5407
(304) §96-5409
(304) 598-3232




MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road « P, O, Box 4310 « Morgantown, West Virginia 26504-4310 US.A. « (304) 599-2595

August 13, 1996

RECEWVED

Office of Generic Drugs, CDER, FDA AUG 21 1996
Douglas L. Sporn, Director

Document Control Room ASRTTD (e
Metro Park North I1 4 St fafa LY UF"'U“’

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-
RELEASE CAPSULES USP 60MG, 90MG AND
120MG
PATENT NO. 4,721,619
PARAGRAPH IV CERTIFICATION
ANDA NO. 74-910

Dear Mr. Sporn:

Pursuant to Section S05()(2)(A)(vii) of the Federal Food, Drug and Cosmetic Act, Mylan
certifies that in its opinion and to the best of its knowledge, U.S. Patent 4,721,619 is invalid,
unenforceable or will not be infringed by the manufacture, use, sale, offer for sale, or importation
of Diltiazem Hydrochloride Extended-Release Capsules USP 60mg, 90mg, and 120mg, for which
this application is submitted.

Mylan further certifies that according to the exclusivity information published by the FDA
in that document entitled "Approved Drug Products with Therapeutic Equivalence" 16th Edition
and the fifth Supplement thereto, the referenced product is not covered by any exclusivity.

Mylan will market its Diltiazem Hydrochloride Extended-Release capsules upon approval
of this application and resolution of the validity, enforcement, or infringeinent of patent number

4,721,619 -

Dawn J. Beto, Esq

Senior Counsel

DJB/dc

Department—Fax Numbers Information Systems (304) 598-5404 Purchasing (304) 598-5401
Accounting (304) 598-5403 Label Controt (800) 848-0463 Quality Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 598-5409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sates & Marketing (304) 598-3232

Human Resources (304) 598-5406 Medica! Unit (304) 598-5445
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% & g MYLAN: PHARMACEUTICALS INC
‘781 Chesmuf Ridge Road ¢ P. O. Box 43!0 . Morgcnfown Wesf Vlrglnla 26504 4310 U S A » (304) 599-2505
September 24, 1996
Offices of Generic Drugs, CDER, FDA NEW CORRESP
Douglas L. Sporn, Director f] -’
Document Control Room
Metro Park North II
7500 Standish Place, Room 150
Rockville, MD 20855-2773
RE: DILTIAZEM HYDROCHLORIDE EXTENDED
RELEASE CAPSULES USP, 60MG, 90MG AND
120MG
ANDA NO. 74-910 .
Dear Mr. Sporn:
Pursuant to 21 CFR 314.95(e), Mylan hereby amends the above referenced application
with documentation of receipt of the notice required by 21 CFR 314.95(a). I have enclosed
documentation of receipt by the owner of the patent, and the holder of the application for the
listed drug claimed by said patent. Proof of delivery from Federal Express evidences receipt by
lan Corporation on August 15, 1996, and Certified Mail, Return Receipt evidences receipt by
Hoechst Marion Roussel on August 16, 1996.
Sincerely, A
\ )@QU//% Dl
Dﬁm 1. Beto; Esq.
Senior Counsel
DJB/de -
Enclosures
Department—Fax Numbers Information Systems (304) 508-5404 Puchasing (304) 508-5401
Accounting (304) 508-5400 Lobel Control (800 848-04563 Qudtity Control (304) 598-5407
Adminstration {304) 509-7284 1egal Services (304) 598-5408 Research & Davelopment (304) 598-5409
Busingss Deveiopment (304) 5997284 Maintanance & Enginesring (304) 598-5411 Sales & Morketing (304) 598-3232
Humaon Resources (304) 508-5406 Medical Unit {304) 508-5445
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! MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. » (304) 599-2595

NEW CORRESP
November 11, 1996
e
BICAV. ILITY
Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director NC/EJ O

Document Control Room

Metro Park North If

7500 Standish Place, Room 150 Lo
Rockville, MD 20855-2773 v

BIOEQUIVALENCE DATA ENCLOSED .

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE CAPSULES usp
60MG, 90MG, and 120MG
ANDA 74-910
RESPONSE TO AGENCY LETTER DATED OCTOBER 31, 1996

Dear Mr. Sporn: z

Reference is made to the ANDA identified above for Diltiazem Hydrochloride Extended-reicase
Capsutes, USP 60 mg 90 mg and 120 mg and to the Agency letter dated October 31, 1936. In
response to the referenced comment letter, Mylan’s reply is as follows:

REGARDING BIOEQUIVALENCY ISSUES:

FDA COMMENT 1. The Dwision of Bioequivalence has completed its review and has no further
questions at this time.

MYLAN KESPONSE: Mylan acknowledges that the Division of Bioequivaience has completed its
review of the in vivo bioequivalence studies submitted in support of tha above
referonced ANDA and has no further questions at this time.

FDA COMMENT 2. The following interim dissolution testing will need to be incorporated into your
stability and quality control programs:

The dissolution testing should be conducted in 900 mL of water at 37°C using
USP 23 apparatus 2 (Paddle) at 100 rpm. The test products should test the
foiiowing specifications:

4 hours %

8 hours %

12 hours %

24 hours NLT ~ "%
Department—Fax Numbers Information Systems (304) 2856404 Purchasing (304) 598-5401
Accounting (304) 2856403 Label Control (800) 8480463 Quatty Control (304) 596-5407
Administration (304) 599-7284 Legal Sarvices (304) 598-5408 Ressorch & Development (304) 2854409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Humon Retources (304) 598-5406 Medical Unit (304) 598-5445

[ROLIB.ANDA.DILT? "ZEM ER|reapanseietter 110888



Dr. Charles J. Ganley, M.D.
Page 2 of 2

MYLAN RESPONSE: The dissolution testing requested above has been incorporated into Mylan's
stability and quality control programs for Diltiazem Hydrochloride Extended-release
Capsules, USP 60mg, 90mg and 120mg. This testing is identical to that currently
proposed by Mylan and submitted to the Agency in Mylan's Diltiazem
Hydrochloride Extended-release Capsules USP, 60mg, 90mg, and 120 mg ANDA
on June 12, 1996.

Should you require additional information or have any questions regarding this amendment, please contact
the undersigned at (304) 599-2595, ext. 6600/fax (304) 285-6407.

Sincerely,

%//ﬁa

Frank R. Sisto
Executive Director
Regulatory Affairs

FRSAIm

[RDLIB.ANDA.DILTIAZEM-ER]responseletter.110896

e
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.~ MYLAN PHARMACEUTICALS INC ;‘*

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park North Ii )

7500 Standish Place, Room 150
Rockville, MD 20855-2773

MINOR AMENDMENT

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE CAPSULES USP

(TWICE-A-DAY-DOSAGE), 60 MG, 90 MG, AND 120 MG
ANDA 74-910

AGENCY LETTER DATED DECEMBER 27, 1996
Dear Mr. Sporn:

In response to the above referenced letter, we wish to amend the referenced application as follows:

REGARDING CHEMISTRY ISSUES:

\\

N
\
~l
5
~
1 Q
o
vr s S \‘
Deparimer{REE: ANRADY TIAZEM-ERIAGENCY -LETTER-DATED. 122296 ~ st *,;1-ams (302) 2856404 Purchasi (304) 598-5401
Accounting (304) 2856403 Loz con, (800) 8480463 GE (304) §98-5407 N
Administration (304) 599-728- Le = J04) 598-5408 g% @MGS (304) 285-6409
Business Development (304) 599-7284 Ma-erarnes 4 Ingineenng 1304) 598-5411 Sates & Marketing (304) 598-3232 -}

Human Resources (304) 598-5406 Med:i ol Ure (304) 598-5445
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Douglas L. Sporn-
Page 4 of

e

- -

REGARDING LABELING ISSUES:

MYLAN RESPONSE: Attachment M contains twelve (12) copies of the tollowing final printed
bottle labels and prescribing information for Diltiazem Hydrochloride
Extended-release Capsules, USP.(Twice-a-Day Dosage), 60 mg, 90 mg, and
120 mg:

{RDLIB.ANDA.DILTIAZEM-ERJAGENCY-LETTER-DATED.122796



Douglas L. Sporn
Page 5 of 5

BOTTLE LABELS:

60 mg: Code RMB060A1 - Bottles of 100 Capsules
90 mg: Code RM6090A1 - Bottles of 100 Capsules
120 mg: Code RM6120A1 - Bottles of 100 Capsules

PACKAGE OUTSERT:

Code DILER:R1 - Revised January 1997

The enclosed labeling incorporates the revisions requested in the Agency’s
letter of December 27, 1996. A copy of the December 27 letter is provided
in Attachment J for the convenience of the reviewer.

In order to facilitate the review of this labeling, Attachment K ¢ontains a
side-by-side comparison of the final printed bottle labeling to the draft bottle
labeling that was previously submitted. Attachment L contains a side-by-
side comparison of the final printed prescribing information to the draft
information that was previously submitted. It is noted that further revisions
to this labeling may be requested prior to the approval of this application.

Pursuant to 21 CFR 314.94(d)(5), we certify that a true copy of this minor amendment as
submitted to the Office of Generic Drugs has been forwarded to the FDA’s Baltimore District
Office.

Any questions or concerns regarding this minor amendment should be addressed to the attention of
the undersigned at telephone number (304) 599-2595, ext. 6600 or via facsimile at {304) 285-
6407. -

Sincerely,

Frank R. Sisto

Executive Director

Regulatory Affairs

FRS/tlm - -

enclosures

(RDLIB.ANDA.DILTIAZEM-ERJAGENCY-LETTER-DATED. 122796



_= MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A. e (304) 599-2595

NEW GORRESE

i

#e

April 1, 1997

Office of Generic Drugs, CDER, FDA
Metro Park North I

7500 Standish Place, Room 150
Rockville, MD 20855-2773

ATTENTION: MR. PETER RICKMAN

CORRESPONDENCE

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE CAPSULES, USP
60MG, 90MG, AND 120MG
ANDA #74-910
RESPONSE TO AGENCY TELEPHONE CALL OF APRIL 1, 1997

Dear Mr. Rickman:

Attached, as requested, is a letter regarding our "Paragraph IV" Certification pertaining to the above
ANDA which states that Mylan was not sued during the 45-day period following notification of receipt
of the "Paragraph IV" Certification by the patent/application holder(s).

Sincerely,

Frank R. Sisto
Executive Direetor
Regulatory Affairs

Al

FRS/tlm oy l\". . .'\-"" N

enclosures ~ -
Deparment4RQLBANBAMDILTIAZEM-ERIAGENCY-CALL-DATED.040 1&brmation Systems (304) 2856404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Controi (800) 848-0463 Quaglity Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 285-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232

Human Resources (304) 598-5406 Medical Unit (304) 598-5445



MYLAN PHARMACEUTICALS INC

781 Chestnut Ridge Road e P. O. Box 4310 « Morgantown, West Virginia 26504-4310 U.S.A.  (304) 599-2595

November 12, 1996

Office of Generic Drugs, CDER, FDA
Douglas L. Sporn, Director
Document Control Room

Metro Park North II

7500 Standish Place, Room 150
Rockville, MD 20855-2773

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-
RELEASE CAPSULES USP.60 MG..90 MG AND
120 MG
ANDA NO. 74-910

Y]

Dear Mr. Sporn:

On August 13, 1996, Mylan amended its application for the above-referenced products,
with a “Paragraph IV” certification. Pursuant to Section 505(j)(2)(B)(I) of the Federal Food,
Drug and Cosmetic Act and 21 CFR 314.95(d), Mylan provided notice toElan Corporation, as
owner of U.S. Patent 4,721,619, and also to Hoechst Marion Roussel as the application holder for
the listed drug claimed by said patent. Said notice complied with requirements set forth in 21
CFR 314.95(c), with respect to the content of the notice, and was received by Elan Corporation
on August 15, 1996, and Hoechst Marion Roussel on August 16, 1996. On September 24, 1996,
Mylan provided FDA with documentation of receipt of the notice by Elan Corporation and
Hoechst Marion Roussel, as required by 21 CFR 314.95. The 45 day period, as provided by
Section 505(c)(3)(C) of the FFDCA, in which Elan Corporation or Hoechst Marion Roussel
could sue Mylan expired on September 29, 1996 and September 30, 1996, respectively. Mylan
has received no notice of the institution of a lawsuit by either of the afore-mentioned entities.
Mylan therefore believes that the Agency is clear to issue a final approval for the above-
referenced application upon satisfactory completion of the regulatory review process.

Sincerely, h

7\' " Z ;'; D
[ Ak P

Dawn J. Beto, Esq.
Senior Counsel

DJB/pp
Department—Faox Numbers Information Systems (304) 2856404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quatity Controt (304) 598-5407
Administration (304) 599-7284 tegal Services (304) 598-5408 Research & Development (304) 285-6409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232
Medical Unit (304) 598-5445

Human Resources (304) 598-5406



*"MYLAN PHARMACEUTICALS INC

781 Chestnut Rldge Road « P. O. Box 4310 « Morgantown, West Vtrglnlo 26504 4310 U S. A . (304) 599- 2595

April 30, 1997 MES stinirse
VIA FACSIMILE

Office of Generic Drugs, CDER, FDA

Douglas L. Sporn, Director

Document Control Room :

Metro Park North Il

7500 Standish Place, Room 150

Rockville, MD 20855-2773 .

RE: DILTIAZEM HCI EXTENDED-RELEASE CAPSULES USP

60 mg, 90 mg & 120 mg
ANDA 74-910

Dear Mr. Sporn:

Pursuant to our conversation on this date with Mr. Jerry Phillips, Mylan commits to
delete the statement

“Diltiazem Hydrochloride Extended-release Capsules, USP which exhibit different
pharmacokinetics are also marketed. Please confirm you are.dispensing the
prescribed formulation."

from both the container label and the package insert prior to marketing this product_
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[Rrmem = e

Sincerely, o b e o dams 5

~Bizin?

, @M MAY U 1.

John P. O'Donnell, Ph.D

Executive Vice President S ' GENER'C DRL’GS

Department—Fax Numbers Intormation Systems (304) 2856404 Purchasing (304) 598-5401
Accounting (304) 285-6403 Label Control (800) 848-0463 Quallty Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development (304) 2856409
Business Development (304) 599-7284 Maintenance & Engineering (304) 598-5411 Sales & Marketing (304) 598-3232

Human Resources (304) 598-5406 Medical Unit (304) 598-5445
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Rarm Apyroved: OM B Ne. 0010000 .

mmoym Nmmm Expowtums Dus: December 3], 1905,
PUBLK HEALTH SER VCE Sece OMB Suwmen on Pape 3.
ROOD AND DRUG ADMINE TRATION POR FDA LSE ONLY
APPLICATION TO MARKET A NEW DRUG FOR HUMAN USE | oaTereceved DATE FRED
OR AN ANTIBIOTIC DRUG FOR HUMAN USE Y T TS
" (T¥e 21, Code of Federdl Reguiations . J14)

NOTI) No epphsanan sy by fed uaiwes o pheted » oo hae busa rucerved 21 CPR Pan J14).

ot

NAME OF AZP LICANT ; DATE OF $ UBMEB S ION
- - April 30, 1997
MYLAN PHARMACEUTICALS INC. N S icde Arvs Code!
ADORES S (Newmber. Swwes. Chy. 5o and 2P Cads) ] (304) 599~25935
781 Chescnut Ridge Road NEW DAUGD OR ANTBIOTY: APPLICATION
P.O. Box 4310 . ] : NUMBER (J porvims ly & sutd) .
Morgantown, WV 263504~4310 74-910
DEUC PRODUCT
ES TABLE HED NAME (2.5, USPASAN) PROPRIETARY NAME J ovy)
Diltiazem Hydrochloride NA
Extended-Release Capsules, USP
CODE NAME /J any; CHEMICAL NAME '
1,5-Bergothiazepin-4(SH)-one, 3-{acetvioxy)-5-[2-{dimethyiamnol
NA - othyl}-2, 3-dihydro-2-(4-mothoxyphsnvl)- manohvdrochlonde, { + J-cie-
DOS AGE FORM ROUTE OF ADMINGS TRATDN STRENGTHS (5)
. . - 60 ng, 90 mg
Capsule Oral 120 2g

PROPOS ED INDMCATIONS FOR WS E

Treatment of Hypertension

LIS T NUMBERS OF ALL INVES TIGATIONAL NEW [RUG APPLICATIONS (37 CPR Part $17), NEW IRUG OR ANTBETK APPLEATIONS (37 CPR Far 3)4). AND DRUO
MAS TER FLLLS (37 CPFR J14.420) AEFERRED YO IN THE APPLCATON:

OMF OMF
OMF DMF

DMF
DWME DMF
OMF OMF
OME
DMF

NFORMATON ON APPLEATDN -

TYPE OF APPLEATION AAsed ame)

— THB SUBMBSON B A FULLAPPUCATDN U CPR 31439 ) THE SUBME $ DN B AN ABBREVIATED APPLEATION (ANDA) 12! CFR 314.5%)

F AN ANDA. DENTYY THE APPROVED (RX3 FRODUCT THAT B THE BAS B FOR THE SUBMS S IOA

NAME OF (RS R MOLDER OF APPROVED APPLCATON ‘
Cardizem SR Marion Mermrell Dow Inc. (Hoechst Marion Roussel inc.)
TYPE SUBME S ION KChood ome’
I PRESUBMGL S ON {J AN AMBNDAENT TO A PENDING APPLICATDN o S UPPLEMENTALAPPLCATON
2 oRONAL AP PLEATON O nesvesmson

SPECTIC REGULATIONS ) TO $ UPPOR T CHANIE OF APPLICATION e g.. Pan 124708 Mv))

PROPOS ED MARKETIN £ TATUS /Check ans)

J APPLCATON FOR A PRESCRPTON DRUG PRODUCT &) D APPLCATION FOR AN OVER - THE - COUNTER PRODUCT /OTT}

VORM FDA 336 (1799 PREVIOUS EDITION B OSSOLETE. Page )
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CONTIENTS OF APPLICATION

!

This application conuins the olbowing dcms: Check ol thal apply)

Index

2

. Summary (21 CFR 314.50) ()

Chemisuy, manufacrng, and contral secton (21 CFR 31430 (d) (1))

a. Se mapes (31 CFR 314.50 (¢) (1)) (50 bmi only npon FDAS request)

d. Methods Vakdation Puckage (21 CFR 31450 (2) (2) ()

b2 sy
RO Y':';.’

c. Labelng (21 CFR 31450 (¢) (2_) (D))

i drmaf hbdeling # copics)

i fnalprimed hbelng (12 copies)

Noncincal pharmacology and wxxobgy sscton (21 CFR 31450 (4) (2))

Human pharmacoknetcs and bosvainbikty secuon (21 CFR 31430 (4) (3)

Mcrobobgy uctbﬂ_(Zl CFR 314,50 (d) (4))

Chncaldaw secuon (21 CFR 314350 (d) (5))

R

Sa feTy updste report (21 CFR 31430 () (5) (vD (b))

. Satsicalsection (21 CFR 314530 (d) (6))

.Case repontsbulations (21 CFR 314.50 () (1))

Cease repors formms (21 CFR 31430 (D)

. Patent nformation on any patent which chims the drug 21 US.C. 3538 ®)or ()

;M

A pstent cerofiration wih respect W any patem whch clumas the drug (21 U.S.C 355 (0) (2) or G) (2) (AN

X ‘IS.

OTHER Op eciy)

Response to Agency phone call of this date

lagre © upasx tes epphicatn w1l acw safety uformasan about the drug that say masomatiy affect e smemeot of COBOVAUCDANS, werOagS,

| PrECauRGa . Of adwense aacucns 16 G amftlabehifg. ) agme 10 sudmmt these safery updan = gD as follows: (1)4 conths Aler ve ey
i supmatsion, (2) folioaiog meceipn of 60 approvatie loner and (3) at other coxs as equesed by FDA. ¥ tus apphicaman it appioved 1 agree o comply
wi¥ glitaws sad wguisaans thet Appiy © nppoved spplicsoans. 1ciuding ux follomnay;

o MA W~

. Caood maaufacanogg pacoeo: wgulanans io 31 CFR 310 aed 311.
. Latwlig mguwsnans 102) CFR 201.

1o the cwsc of a presceman drug pOAuCL peescapmon dng sdverniig Egwdssan in 2) CFR 202
Regumoms on mstong Changes inapplicancs ia 21 CFR 314.70, 314.71. and 314.73.

- Regwanans 00 mporm-ind1 CFR 314,80 and 314.51.
- Local. swee end Fedem) o swiicmme nea} imapee't lews.

: N tos spplicsaan appiics 1 & drug prodact Bt PDA bas peoposed for schedidizg andes the Conulicd Setmmoces Act ] sgrce 0ot © markzt the
- proauct unul e Drg Edforce ment Admigistetion mekes ¢ Gonl acbeduling decision.

* RAME OF RES FONS BLE OFFICIAL OR AGENY L MA’ OF RES PONS IILE OFFICIALOR AGENT DATE

Toha © e oo il LORL e em © 37
ADORESS (Sovse Cay. S msc. 2P Conte 7 .

T Chestout Ridge Road, P.0. Box 4310 TSR HONE 20, it A Code

Morgantown, WV 265044310

(304) 599-2595

+--ARNING: A wiiuly fake siatement & « cranmal offense, US.C. Nk 18, Sec. 1001.)

FORM FDA 136h (379%) PREVIOUS EDITION IS OBSOLETE.




MYLAN PHARMACEUTICALS INC ;& |

781 Chestnut-Ridge Road s P. O, Box 4310 « Morgantown, West Virginia 26504-4310 US.A. « (304) 599- 2595
\IILJN , 2 l\Ju

Office of Generic Drugs, CDER, FDA ﬁg -~_.é¥pnd
Douglas L. Sporn, Director

Document Control Room I0OEQUIVALENCE DATA ENCLOSED
Metro Park North Il [JUN 13199 ELECTRONIC DATA ENCLOSED
7500 Standish Place, Room 150

Rockville, MD 20855-2773 @ 5 -;:». E”;: ég_ii‘f

RE: DILTIAZEM HYDROCHLORIDE EXTENDED-RELEASE CAPSULES, USP
60 MG, 90 MG AND 120 MG

Dear Mr. Sporn:

Pursuant to section 505(j) of the Federal Food, Drug and Cosmetic Act and 21 CFR §
314.92 AND 314.94, we submit the enclosed abbreviated new drug application for:
Proprietary Name: None
Established Name: Diltiazem Hydrochloride Extended-release Capsules
This application consists of a total of 27 volumes.
Archival Copy - 12 volumes.
Review Copy - 13 volumes.
Technical Section For Chemistry - 3 volumes.
Technical Section For Pharmacokinetics - 10 volumes.
Analytical Methods - 2 extra copies; 1 volume each.
NOTE: The Technical Section for Pharmacokinetics of the review copy and the archival
copy each contain a diskette for the bioequivalence studies.

vy

This application provides for the manufacture of three strengths of Diltiazem Hydrochloride
Extended-release Capsules containing 60 mg, 90 mg or 120 mg of diltiazem hydrochloride. All
operations in the manufacture, packaging, and labeling of the drug product are performed by Mylan
Pharmaceuticals Inc., 781 Chestnut Ridge Road, Morgantown, WV 26505-2730.

As required by 21 CFR 314.94(d)(5), we certify that a field copy, which is a true copy of
the technical sections of this application , has been submitted to the Baltimore District Office.

For more detailed information regarding the organization of this ANDA, please refer to the
Reader’s Guide and Master Table of Contents following this letter.

All correspondence regarding this application should be directed to the attention of the
undersigned at Mylan Pharmaceuticals Inc., P.O. Box 4310, 781 Chestnut Ridge Road,
Morgantown WV, 26504-4310.

erely,

Ji all—a,

Executive Director
Regulatory Affairs

FRS/tlrm
DepartmentefigloswPe s ) Information Systems (304) 598-5404 Purchasing (304) 598-5401
Accounting (304) 598-5403 Label Control (800) 848-0463 Quality Control (304) 598-5407
Administration (304) 599-7284 Legal Services (304) 598-5408 Research & Development . (304) 598-5409
Business Development (304) 599-7284 Maintenance & Enginesering (304) 598-5411 Sales & Marketing (304) 598-3232
Human Resources (304) 598-5406 Medical Unit (304) 598-5445
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